Overheating is one of the main factors limiting physical activity. During running, thermoregulatory metabolism, which keeps core temperature steady at rest, is adjusted through a body temperature independent mechanism to compensate for the exertional heat generation. The colder the environment, the higher the metabolism at rest, and the more complete the compensation is.
suppress metabolic heat production when body temperature increases due to physical activity. To test this hypothesis we conducted a study 1 in which we measured body temperature dynamics in rats running on a treadmill with 4 different speeds and at 2 different ambient temperatures. The first thing we noticed was that before starting to rise, the body temperature dropped slightly during first several minutes of the run when the experiments were performed at normal room temperature (T a D 25 C), and not at the higher ambient temperature we used (T a D 32 C). In both cases there was a delay before the temperature began a steady growth. This effect was a strong indication that interactions between at least 2 compartments were involved in the observed temperature dynamics: in a single-compartment model, the temperature would start growing as soon as the heat production is increased. Another striking difference between the groups exposed to different ambient temperatures was that the rate of change of the core body temperature increased with the running speed for the hotter environment, but not for the normal room temperature.
To interpret this experimental data, we used a simple mathematical model which included 2 body compartments -the core and muscles -to calculate the changes in heat production in each compartment for all of the combinations of running speed and ambient temperature by fitting the model to our measurements. Additional heat generated in the muscles grew with the running speed in a manner independent of the ambient temperature. No significant changes in core heat production were observed at the high ambient temperature at any running speed. In contrast, at the normal room temperature there was a significant reduction in the core heat production. This reduction increased with the speed and saturated at 12 m/min at about 0.1 C/min. It is plausible that the saturation of the reduction in core heat generation reflects the level of the total thermoregulatory heat production for given ambient temperature. In other words, there was only 0.1 C/min available to reduce the metabolism. Similarly, no compensation was possible for T a D 32 C as the entire thermoregulatory component of metabolism vanished in the hot environment.
The two-compartment model explains the experimentally observed temperature dynamics very well and allows for meaningful predictions. Figure 1 illustrates the dynamics of heat generations and temperatures in the 2 compartments at the highest sustainable speed at various ambient temperatures with an assumption that initial temperatures in both compartments are the same. 1, 3 In our experiments, rats were able to maintain the speed of 18 m/min with zero incline for more than an hour. Once the exercise begins, the heat production in the muscles increases to 0.3 C/min (dashed line in panel A) and starts driving the muscle temperature up (panel B). In a hot environment the thermoregulatory component of the core heat production remains at zero before and during the exercise (orange line in panel A). The heat generated in the muscle with a certain inertia penetrates to the core causing a somewhat delayed growth of the core temperature (orange line in panel C). At normal room temperature the thermoregulatory metabolism is at 0.1 C/ min in the beginning but drops to zero as soon as exercise starts (gray line in panel A), resulting in slight hypothermia before the heat from muscle finally reaches the core and pushes the core temperature up (gray line in panel C). The model predicts, that the lower the ambient temperature is, the greater the reduction in the thermoregulatory metabolism may be (blue line in panel A), and the deeper and longer the hypothermic phase of the core temperature response becomes (blue line in panel C). When the drop in thermoregulatory heat production becomes comparable to the heat generation in the muscles (magenta line in panel A), the core temperature remains below the baseline for the entire run, which was, in fact, observed experimentally. 4 In conclusion, we found that running causes the suppression of thermoregulatory thermogenesis which partly compensates for the increased overall heat production during exercise. Importantly, this suppression occurs as soon as the run starts, but before the body temperature is increased, and, thus, this phenomenon is not thermoregulatory in nature. Moreover, the initial core temperature response to exercise is hypothermic. Due to an increasing decline in core heat production, the rate of change of the core temperature progressively reduces with the ambient temperature, which increases the time until the core temperature reaches the thresholds for sweating and exhaustion.
An interesting implication of our study is that physical activity can be performed without any increase in metabolic load given that the initial thermoregulatory heat production is high enough. The phenomenon of "activity for free" was indeed previously described for species living in extremely cold environments. 5 
